of P e d i a t r i c s , Atlanta and Tel-Aviv University, I n s t i t u t e of P e d i a t r i c Endocrinology, I s r a e l .
o r absence of v a r i a b l e r e s t r i c t i o n s i t e s f o r B&L 11, Hint I1 and &Q I a t 5 l o c a t i o n s i n a s i n g l e 55 kb hGH gene c l u s t e r . We studied 3 I s r a e l i f a m i l i e s with LTD. Different haplotypes a r e indicated by c a p i t a l l e t t e r s A-D: The affected s i b l i n g s i n Family I have i n h e r i t e d d i f f e r e n t hCH genes from t h e i r normal f a t h e r . LTD p a t i e n t s i n 3 f a m i l i e s show a t o t a l of 4 d i f f e r e n t hGH haplotypes. Discordance f o r haplotype between affected s i b l i n g s and lack of a s s o c i a t i o n of LTD with a p a r t i c u l a r hGH haplotype i n d i c a t e t h a t LTD i s not linked t o the hGH gene. This r e s u l t excludes mutation of hGH t o an antagonist molecule a s an explanation f o r hGH r e s i s t a n c e and abnormal receptor function i n LTD. I f an hGH receptor gene i s mutated i n LTD, then t h i s gene i s not located i n proximity t o the hGH gene.
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DEFECTIVE TRANSFORMATION OF ANDROGEN-RECEPTOR COM-PLEXES: A CLASS OF FAMILIAL, RECEPTOR-POSITIVE PARTIAL ANDROGEN RESISTANCE. Leonard Pinsky, Morris
Kaufman. Lady Davis I n s t i t u t e and Centre f o r Human Genetics, -university, Montreal, Canada. We have analyzed the androgen (A)-receptor (R) system i n genit a l skin f i b r o b l a s t s (GSF) of 2 s u b j e c t s with external g e n i t a l ambiguity. Subject 1 has 5 a f f e c t e d maternal r e l a t i v e s i n 3 gener a t i o n s . With a 2-h assay, h i s AR has a normal binding capacity (Bmax) (receptor-positive), but an apparent equilibrium dissociat i o n constant (~d ) of 1.2-1.4 nM f o r 5a-dihydrotestosterone (DHT) or the nonmetabolizable androgen, methyltrienolone (MT) (normal: 0.1-0.3 n~) . His DHT-and MT-R complexes d i s s o c i a t e 3 and 6 times f a s t e r than normal (0.006 and 0.012 min-', 37", r e s p e c t i v e l y ) . Prolonged incubation with DHT o r MT f a i l s to augment (up-regulate) basal A-R a c t i v i t y . Subject 2's mother has sparse sexual h a i r . With DHT, h i s A R has a normal Bmax but an increased Kd (0.6 nM) and k (0.012 min-I), and prolonged incubation does not cause upregulation. In c o n t r a s t , with M T h i s AR i s normal. Normal GSF yield higher Kds (0.3-1.8 nM) f o r e i t h e r ligand a f t e r 0.5-compared t o 2-h assays, and the GSF of both subjects c a t a b o l i z e DHT t o a normal e x t e n t . Conclusions: ( i ) normal GSF transform i n i t i a l , low-aff i n i t y A-R complexes to higher a f f i n i t y s t a t e s by a process t h a t i s codependent on time and i n i t i a l ligand concent r a t i o n ; ( i i ) subject 1 forms DHT-and MT-complexes t h a t remain i n the i n i t i a l , low-affinity s t a t e ; ( i i i ) subject 2 forms complexes t h a t transform normally with M T but ~a r t i a l l~ with DHT; and ( i v ) A-R complexes must a t t a i n the highest a f f i n i t y s t a t e t o a c t a s the UsignalH f o r up-regulation.
ULTRASOUND EVALUATION OF NEWBORN THYROID STRUCTURE:
CORD Medicine, Univ. of So. Calif ., Los Angeles, California.
Infants with suspect thyroid dysfunction need v i s u a l i z a t i o n of
Tg, TSH and T4 were determined in cord serum and r e l a t e d t o the s t r u c t u r e of the thyroid gland i n addition t o the understood b i r t h weight and sex i n normal newborns, 20 females and 19 males. biochemical s p e c i f i c s t u d i e s f o r diagnostic and follow up c a r e .
Mean + SD b i r t h weight of female i n f a n t s (3299 + 282 grams) was With the application of ultrasound real time (10 MHz high r es i g n i 7 i c a n t l y ( p <0.005) l e s s than t h a t of male-infants (3757 + s o l u t i o n real time, prototype ATL, Bellevere, WA) 8 evaluations 447 grams). Whereas, mean gestational age of female i n f a n t s did have revealed information aiding diagnosis and counseling potennot d i f f e r from t h a t of male i n f a n t s (40.1 2 0.5 vs 40.1 5 0.7 t i a l f o r parents. Infants with prematurity and low T4 s t u d i e s weeks). Mean Tg l e v e l s of female i n f a n t s (31.1 + 8.9 ng/ml ) was compatible with the diagnosis of "sick euthroid" when seen t o s i g n i f i c a n t l y ( p c0.05) g r e a t e r than t h a t of male i n f a n t s (26.1 have a normal gland may be observed with l e s s anxiety than those -+ 7.7 n /ml). TSH (14.9 + 11.3 vs 14.8 + 13.4 pU/ml, p >0.1)
found to have no s t r u c t u r e resembling thyroid. Gland s i z e of and T4 qll.1 + 3.3 vs 1 1 . 7 2 3.5 ~g / d l , j >0.1) l e v e l s of f ei n f a n t s whose mothers required a n t i t h y r o i d medication during male and malevinfants did not d i f f e r s i g n i f i c a n t l y . Further pregnancy can be s e r i a l l y followed. Term newborns with screening a n a l y s i s indicated t h a t Tg l e v e l s ( r = -0.401, p <0.05) and the values i n the f i r s t weeks of l i f e t h a t i n d i c a t e possible athyrelog of TSH l e v e l s ( r = -0.576, p <0.005) c o r r e l a t e d negatively o s i s can have rapid confirmation when the gland i s found absent;
with b i r t h weight i n female i n f a n t s . Also, Tg l e v e l s c o r r e l a t e d those with dysgentic thyroid s t r u c t u r e may be followed with o r p o s i t i v e l y with the log of TSH l e v e l s ( r = 0.401, p <0.05) in without treatment depending on other individual balances of female i n f a n t s . In c o n t r a s t , none of these c o r r e l a t i o n s were thyroid s t u d i e s . Parents have indicated appreciation of t h i s s i g n i f i c a n t f o r male i n f a n t s . W e conclude t h a t the sex d i f f e rnewer v i s u a l i z a t i o n technique u t i l i z i n g ultrasound. ence i n cord serum values and t h e i r c o r r e l a t i o n s may be p r i n c iThe procedure of ultrasound evaluation of the newborn and prepally r e l a t e d t o changes i n body composition t h a t accompany inmature i n f a n t thyroid gland may supply a needed technique i n the creasing b i r t h weight. optimum c a r e of newborn and premature i n f a n t .
EVIDENCE FOR INDEPENDENT MUTATION OF THE 21-HYDROXY-LASE DEFICIENCY ( 2 1 0~ DEF) GENE I N ALASKAN ESKIMOS
GM Petersen, JE MacCracken, J I R o t t e r , D T r o t t e r , M I New, MS Park, PI Terasaki, RS Sparkes, J I Ward. Harbor-UCLA Med. C t r . , Torrance, CA; PHS Hosp. Bethel, Alaska; NY Hosp.-Cornell Med. C t r . ; UCLA Med. C t r . , Los Angeles, CA.
Worldwide, t h e s a l t -l o s i n g form of CAH (2lOH ~e f ) has been reported t o have t h e highest known prevalence i n Yupik speaking Alaskan Eskimos. The annual incidence i s 1/490 with an estimated gene frequency of .Oh>. We analyzed t h e HLA phenotypes and i n f e r r e d genotypes i n 11 Eskimo children with CAH, representing 7 f a m i l i e s . A l l CAH children had a t l e a s t one HLA-B27 a l l e l e ( 6 homozygotes), a t l e a s t one HLA-C4 a l l e l e , and a l l were homozygous HLA-DR~. HLA types obtained on 118 healthy Eskimo c o n t r o l s showed s i g n i f i c a n t l y d i f f e r e n t frequencies f o r these a l l e l e s :
A l l e l e Frequencies: CAH Cases Controls Significance HLA-B27
.9? .14 p<.OOl HLA-C4
.50 .10 p< .001 HLA-DR4 1.00 .33 p< ,001 The i n f e r r e d haplotypes which c a r r y t h e 21OH Def gene include A24 B27 C4 DR4 and A2 B27 C2 DR4, plus ~2 8 ~6 1 C3 D R~, which occurs i r i only one family. The t h r e e haplotypes combined occur i n .076 of t h e c o n t r o l s , a frequency only s l i g h t l y g r e a t e r than expected f o r CAH heterozygotes based on t h e observed CAH d i s e a s e incidence, implying t h a t most Yupik Eskimos with these haplotypes a r e heterozygous f o r 210H Def. These r e s u l t s d i f f e r markedly from other HLA population s t u d i e s , suggesting t h a t t h e 210H Def gene i n Yupik Eskimos occurred by an independent mutational event. Tg, TSH, f r e e T4 index, and f r e e T3 index were determined i n cord serum and r e l a t e d t o b i r t h weight and sex i n i n f a n t s with weights of l e s s than 2500 grams. 19 males and 19 females. Free index values a r e the product of the T3 r e s i n uptake r a t i o and the appropriate thyroid function indice. Mean + SD b i r t h weight of male (1850 + 413 grams) and female (2032 5 3iS1 grams) i n f a n t s did not d i f f e r -s i g n i f i c a n t l y ( p ~0 . 0 5 ) . Similarly, mean + SD cord serum Tg (1 24 + 49 vs 107 + 55 ng/ml), TSH (9.2 + 6.5 vs 7.1 + 2.7 ~U / m l ) , fFee T4 indexP(6.2 2 1.6 vs 6.1 2 1TO u g l d l ) , and Tree TJ index (47 + 12 vs 47 + 5 ng/dl) values of male and female i n f a n t s did not-differ sigKific.ant1y (p >0.1). Free T3 index values of male ( r = 0.570, p <0.01) and female ( r = 0.443, p c0.05) i n f a n t s c o r r e l a t e d p o s i t i v e l y with the f r e e T4 index values. Tg l e v e l s and the log of TSH l e v e l s c o r r e l a t e d negativel y with b i r t h weight i n male (Tg, r = -0.849; log TSH, r = -0.660) and female (Tg, r = -0.891; log TSH, r = -0.600) inf a n t s ( p <0.005). Also, Tg l e v e l s c o r r e l a t e d p o s i t i v e l y with the log of TSH l e v e l s i n male ( r = 0.412, p <0.05) and female ( r = 0.554, p <0.01) i n f a n t s . These data a r e c o n s i s t e n t with a hypothesis t h a t changes i n body composition accompanying increasing b i r t h weight a r e associated with an increase i n thyroid gland responsiveness t o TSH o r a decrease in Tq clearance.
